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LETTERS TO THE EDITOR
Epigenetic inactivation of
connexin 32 in renal cell
carcinoma from hemodialytic
patients
To the Editor: Long duration of patients on hemodial-
ysis is a large risk for the development of renal cell
carcinoma compared to general patients. Acquired cystic
kidney develops in up to 90% of long-term hemodialysis
patients, and the carcinoma occurs via the formation of
the acquired cyst as a precancerous region derived from
the proximal tubular cell, a progenitor cell of the carci-
noma [1]. Thus, determining tumor suppressor gene(s)
inactivated in the acquired cyst may be a key clue leading
to the risk reduction in the development of the renal cell
carcinoma.
We have previously reported that connexin 32, a mem-
ber of gap junction, acts as a tumor suppressor gene in
renal cell carcinoma from hemodialysis patients [2]. Hy-
permethylation of CpG islands in the promoter regions
is considered as a mechanism of transcriptional inactiva-
tion other than mutations and/or deletions in the genes
[3]. The loss of function for the connexin 32 gene de-
pends on the hypermethylation because mutation and
deletions appear to be rare [3]. We have found that si-
lencing of the connexin 32 gene through the hyperme-
thylation frequently occurs in the acquired cyst and renal
cell carcinoma but not normal renal tissue [4]. On the
other hand, other tumor suppressor genes for renal cell
carcinoma have been down-regulated through the hyper-
methylation only in the renal cell carcinoma but not the
acquired cyst [4]. These results suggest that loss of con-
nexin 32 function through the hypermethylation in the
acquired cyst is a trigger for the development of the renal
cell carcinoma at the early carcinogenic process.
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Definition of proteinuria
among women with
HIV infection
To the Editor: An error in the description of the def-
inition of proteinuria was recently discovered in a pre-
vious article of ours [1]. The definition of proteinuria
given in the article was the presence of two consecu-
tive urine analyses demonstrating the qualitative pres-
ence of ≥+1 protein. The definition used to generate the
results presented in the article was the presence of at
least two consecutive or nonconsecutive urine analyses
demonstrating the qualitative presence of ≥+1 protein.
The analyses reported used the latter definition, are ac-
curate, and internally valid. We report this error to allow
for appropriate generalizability of these results to other
populations.
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